You will observe that I have chosen for the title of these observations " Retinitis of Pregnancy," and not Albuminuric Retinitis of Pregnancy. I might, if I had desired fully to emphasize my own convictions, have headed it ToxEemic Retinitis of Pregnancy, but I want gently to lead you away from the idea, with which I fear ophthalmic surgeons are still satisfied, that the acute retinal changes in these cases are the result of the albuminuria and the kidney disorder. I presume we ally these cases with those of retinitis during acute nephritis after specific fevers or other causes. I confess that I do not myself see these cases of retinitis, and I imagine we should frequently be summoned by our colleagues to the medical wards if they were at all common and resulted, like the pregnancy cases, in rapid and very severe depreciation of sight. Our branch of the profession is perhaps getting behind the times in this matter.
Let me read you an extract from a paper published by Dr. H. G. Turney in the St. Thomas's Hospital Reports, vol. xxv, under the heading "Toxaemic Neuritis of Pregnancy." Bear in mind that this paper was written as long ago as 1896, and we shall, I think, realize that the ophthalmologist has some leeway to make up. " Eclampsia may occur either with renal disease or without ; it is Impossible, therefore, to look upon it, as is so often done, simply as the result of renal disease; both alike must be regarded as common effects of the same poison. The si-gnificant condition of the serum and urine has already been described, and this renders further proof of the associated toxaemia unnecessary.
" Acute yellow atrophy of liver, a disease so intimately associated with the pathology of pregnancy, is now acknowledged to be the result of a very severe form of poisoning, probably introduced to the system by the portal circulation. Whether the poison is, as Hunter suggests, of bacterial origin and absorbed from the alimentary canal, we do not know, but we have to take that possibility into consideration before claiming acute yellow atrophy as an example of auto-intoxication. The pathogenic organism is still hypothetical, and till it is found we are justified in looking upon the morbid product as the result of some perversion of natural processes. The degeneration of liver cells which is found almost normally in the bodies of pregnant women, and which has hitherto been ascribed to antemia, is almost certainly produced by toxic influences which are probably of the same nature as, but of less intensity than, those which are responsible for acute yellow atrophy. Bouchard has taught tis that one of the most important, if not the most important hepatic function, is the arrest and neutralization of toxins arriving by the portal circulation.
"As with the kidneys, so with the liver; if the noxious bodies to be excreted arrive in overwhelming quantity, the excretory epithelium breaks down, and the process of elimination may be altogether arrested, with its usual disastrous effects upon the rest of the organism."
The obstetricians have, I understand, modified their views in regard to many of the diseases of pregnancy and the puerperium and brought them into harmony with modern p.athology. Albuminuria of pregnancy itself is no longer explained by them as the result of obscure reflex effects of the gravid uterus upon the kidneys, or by mechanical pressure on the ureters. Eclampsia they regard as totally distinct from the fits of ordinary ura%mic convulsions-albuminuria of pregnancy, eclampsia, pathological vomiting of pregnancy, the obstetricians attribute to toxwmic products in the circulation. The outburst of eclampsia is a fulminating thunder-clap; it cannot be foreseen or predicted by any examination of the urine; no abnormal products in the urine which they can detect, no variation or deficiency in the normal contents of the urine will enable them to foretell it, though changes in the ratio between -uirea and the other nitrogenous elements may arouse anxiety. The -toxaemia is sonmething sui generis, its effects are found especially in the quality of the blood and in the blood-vessel walls. In fatal cases of .eclampsia haemorrhages in the brain are frequently, and ha3morrhages and necrotic changes in the liver almost constantly, found. That such Fisher: Retinitis of Pregnancy a vascular organ as the kidney, with its function of purifying the blood, should suffer in these cases is only what would be expected. Albuminuria is an effect not a cause of the trouble; in some cases a remarkable necrotic change of the whole kidney cortex, sharply delimited from the medullary pyramids, has been found. Such a toxaemia is surely the primary cause of the retinitis of pregnancy, a condition of the retina totally different in its onset, and usually in its appearances and certainly in its sequel, from what we know as albuminuric retinitis. But the obstetricians and pathologists have carried the matter further, though not yet to a final conclusion-they have endeavoured to find the nature of the toxin; though they have perhaps isolated nothing precise they have abandoned any idea of the poison being bacterial or the product of bacterial life. In the view which many of them accept, and which to me appears the most fascinating, they have found something and they have given it a name; they have called the poisons syncytiotoxins, by which they mean the products of the disintegration, presumably disordered disintegration-of the syncytium cells-such products have been found in distant parts of the body, and, speaking generally, I believe experimental pathological investigations have been made on these lines by the injection of cells and cell products into animals. But what are the syncytium cells The two layers of cells, both of feetal origin, which form part of the developing placenta and lie next to the maternal mucosa, are Langhans's cells and the syncytium cells. Langhans's cells form an even layer of very ordinary cubical cells, The syncytium cells are so named .from their immediately connecting the foetal and maternal structures ; they rest upon Langhans's layer between it and the uterine mucosa; they are a layer of uneven plasmodial cells, all large but varying in shape and size, and many of them are multinucleated; they proliferate and form buds; these annectant cells cover the chorionic villi everywhere, but in the region where these villi enter into the formation of the placenta and invaginate the huge blood sinuses of this structure they are separated from the maternal blood-current, if at all, only by the single layer of thin endothelial cells, which line the blood-channels. Having performed their duty as anectant cells the syncytium cells in process of time disappear and no remains of them are demonstrable in the adult placenta. The products of their disintegration must be discharged into the miaternal bloodstream, and if their disintegration proceeds on physiological lines no disturbance to mother or to feetus results. But it is known that the syncytium cells may be the subject of pathological processes-e.g., in Section ofi Ophthalmology one direction they may give rise to the fatal condition of chorionepithelioma; and being of foetal origin, we here perceive an earlier example of matricide than is known to forensic medicine. If, as seems probable, owing to another perversion in their katabolism the syncytium cells give rise to the toxaumia of pregnancy which results in fatal eclampsia, an even worse charge lies against the foetus, which commits the act of matricide by the insidious and deliberate method of poisoning. As this poison is not always present in sufficient dose to kill the mother, other severe disorders may arise, such as the pathological vomiting of pregnancy, non-fatal convulsions, albumninuria, and, in my judgment, toxaemic retinitis of pregnancy.
An elaboration of the above-mentioned views, first expressed by Veit, has been suggested. It has been put forward as an alternative that in the maternal blood there is produced an antigen for the destruction of the chorionic epithelial elements or even whole chorionic villi which are known to be shed into it. To this antigen to the syncytio-toxins the name of syncytio-lysin has been given, and it has been suggested that an excess of the syncytio-lysins and not the syncytio-toxins is the cause of the toxaemic diseases of pregnancy. This expansion of the idea does not carry us much further, but in support of it Leith Murray has found that the injection into rabbits and dogs of h,emolytic and agglutinative sera produces hepatic and renal changes similar to those found in eclampsia-it has been pointed out also that the same character of change in the kidneys and liver is found after death from snake-bite, and snake venom is known to contain both heemolytic and heemoagglutinative toxins.
CASE I.
Mrs. R. T., aged 34, seen by me privately on February 4, 1908, was first known to suffer from albuminuria during pregnancy four years earlier, and this had since been repeated during pregnancy. The quantity of albumin was very considerable during her last pregnancy, which terminated at six months, four weeks before I saw her. The albumin had diminished in quantity, but was still present at the date of her visit. She was a lady who partook rather freely of alcohol. A month before the termination of her last pregnancy she observed that when looking at print it appeared to get muddled, and a week before miscarriage resulted, on closing the left eye, she found the sight of the right eye was defective-that she could not see the lower part of objects with it. She had always had good sight, and did not now specially complain of the vision of the left eye. The defect in the right eye was, however, still persistent. She was taking iron and was being kept on light diet. With the left eye she read 131 and J.1 well, but with the right A only. The right eye in the ophthalmoscopic picture presented a large, well-formed, and complete star-shaped figure at the macula; there were many larger plaques of exudation with hamorrhages on the front of some of them, and there were many smaller flame-shaped ha3morrhages, mostly in proximity to larger retinal vessels. In the left eye there were some large plaques and some finer dots of change, the latter being found in association with the lower temporal vessels and not far from the disk. There was no star figure, and no involvement of the yellow spot, in this eye. She was ordered to wear dark smoked glasses to protect her eyes, and was treated by her doctor on dietetic lines, due attention being given to the action of the skin, bowels, &c. She did not appear to obey the instructions thoroughly, but seven weeks after her visit I was informed that the pulse was less tense, that the albumin had disappeared from the urine, and that she had had two profuse periods.
I saw her again on May 19, 1908, when with the right eye she could read one or two letters of , and with the left eye she read w. It was seen with the ophthalmoscope that all cedema had disappeared from the left fundus; there were no heemorrhages; there were a few small gleaming spots running from below the macula towards the lower outer edge of the disk, and there were no arterial changes. In the right eye the O.D. was pale, the edges fluffy, the star figure was still present, and fine white spots were found extensively above its limits; here also only one hEemorrhage was seen; there was no cxdema. The next visit from this patient was two years later, on April 4, 1910, when I learned that she had been prematurely confined in January, 1909, but without disturbance of her sight. She again became pregnant, and was confined prematurely at six and a half months on January 8, 1910. In January, 1909, she had suffered from epistaxis, and in the early part of January, 1910, from ha',maturia. She had picked up a little since then. There was now (in April, 1910) albumin to the extent of one-sixteenth in urine. Her sight had failed about a fortnight before the last premature confinement. In the right eye the vision was now not any better than P.L.; with the left eye she saw 6 , or one letter of , and picked out a word or two of J.8. There was conspicuous atrophy of each O.D., with pallor. The arteries of the retina, particularly in the right, were very small; the nasal vessels were the smallest, the superior temporal the best. In the left there was apparently equal atrophy of the O.D.; the vessels also were small, especially the temporal ones. There were gleaming spots in the macular region, but no haemorrhage or active edema.
I have been able to obtain the following account of the subsequent history of this patient from her doctor: The urine was never free from albumin, and the patient was always ratber immoderate in her consumption of alcohol. She once more became pregnant, and was prematurely confined of a dead child at ,quite the end of 1910, or early in January, 1911. During this pregnancy the amount of albumin did not increase much. In June, 1911, her doctor was summoned to deal with very severe bleeding from the socket of an extracted tooth. After this she was left very weak and anaemic, and in August, 1911, went to a bracing seaside resort to recuperate. One day while sitting on the sea-front she suddenly gave a cry, and never spoke again, but rapidly passed into a state of coma and died of cerebral apoplexy. CASE II.
Mrs.
A. E., aged 39. Her sight began to fail at the middle of June, 1906, when she was six and a half months pregnant. She was suffering from albuminuria and was attacked with a fit in the night. The feet and ankles were swollen before and for two months after labour, which was induced by her doctor on June 30, 1906. She was more or less unconscious during the succeeding week and remembers no incidents in connexion with that time.
The doctor had been in attendance until December 4, 1906, and I saw her at St. Thomas's Hospital on February 18, 1907. Ever since delivery she had been liable to headaches and occasionally got lumbar pains. The feet and ankles continued to swell if she stood for an unduly long time. Her sight, she told me, improved after'her confinement, and as far as she knew became as good as ever, but since Christmas, 1906, she thought it had been failing again. It seemed' to her to vary a good deal. She had been measuring the quantity of .urine passed and it amounted to only from 20 to 30 oz. in twenty-four hours. She had not suffered from vomiting but got attacks of giddiness, sufficiently severe to make it necessary to support herself or she Fisher: Retinitis of Pregnancy would fall. A fortnight before I saw her she had been liable to attacks, in which she became dizzy and inclined to lose herself. The vision in the right eye was 6 partly and improved to * with a -0'75D. spherical. In the left the vision was improved to W badly with a weak sphero-cylinder.
When I examined her eyes in February, 1907, I found slight mottling in the macular regions, and one or two small and faint splashes of retinal haemorrhage in each fundus. The disks were clear and there was no aedema of the retina. I found a little fine and one or two grosser spots of disturbance of retinal pigment in the peripheral part of each fundus. One or two of the small retinal arteries were of silver-wire appearance.
From a note which I received a few days later from her doctor, I found that she had suffered in her two confinements preceding that, of June, 1906, from post-partum haemorrhage, and was about as ill as she could be, and yet she recovered. The confinement in June, 1906, induced by her doctor, was complicated by puerperal eclampsia. At her worst she had about half albumin after the birth of the child. The quantity of albumin at the date of my examination of the eyes was about one-twelfth. Her medical man didl not consider the heart either dilated or hypertrophied. November 28, 1914: Her doctor writes: " I saw Mrs. E. to-day. She is in very fair health. She suffers occasionally from attacks of giddiness, never severe enough to cause her to fall. Every two or three months she comes to me for severe headaches, which yield to a purgative or two and some ammonium chloride. She had a bad attack of hmmatemesis about eighteen months ago. I diagnosed gastric ulcer, as she had suffered from dyspepsia for some weeks beforehand. She went into Lewisham Infirmary, but was not operated upon."
December 3, 1914: By arrangement with her doctor this patient attended in the out-patient department to see me to-day. I took her vision, and with a +ID. spherical she read 6 with either eye, and binocularly she read X, and with a +2'75D. spherical J.1. Homatropine was put once into each eye to dilate the pupils for ophthalmoscopical examination, and within a few minutes the patient passed into a condition of coma and died in the casualty department to which she was removed. A specimen of urine was obtained and was found to be acid and to contain a large quantity of albumin, specific gravity 1006. No opportunity therefore was afforded me of determining the present condition of the fundus in either eye.
An autopsy made on the day following death revealed hemorrhage of the ordinary hemiplegic type, which had occurred in the corpus striatum of the left hemisphere and burst its way into the internal capsule. The kidneys were found to be the subject of chronic interstitial change; they were of the ordinary red granular type and contained a few small cysts. The posterior half of one eyeball was secured for microscopical examination, and sections have been prepared and reported on by my colleague Mr Nuclei are for the most part scanty in the proliferated tissue, which usually presents a homogeneous hyaline appearance. Not all the choroidal arteries are diseased, many of them presenting a perfectly normal appearance. Pathological changes similar to those seen in the choroidal arteries are met with in sections of posterior ciliary arteries surrounding the optic nerve behind the eyeball. There is a slight diffuse round-celled infiltration of the choroid. Bruchs's membrane is everywhere intact, and the retinal pigment epithelium in situ and of normal appearance. Retina, nerve-head, and optic nierve: Both retina and nerve-head exhibit evidence of cedema, which in the case of the retina is almost limited to the internuclear layer.
In the nerve-head there has been considerable proliferation of supporting tissue, as is evidenced by well-marked hypernucleation. Nuclei of ganglion cells are present in normal number. Bodies of ganglion cells appear shrinking and rods and cones are almost totally absent, but it is not improbable that these appearances are due to post-mortem changes. The large retinal arteries exhibit changes due to endarteritis similar in appearance to those met with in the choroidal arteries; in the large retinal veins there is pronounced thickening of the adventitial coat. Changes of similar character to those met with in the retinal vessels are found, in transverse sections of the optic nerve, in the central artery and the collapsed central vein in the nerve-trunk. CASE III.
Mrs. C. B. I saw privately on December 15, 1898; a married woman, aged 38, she was a mother of several children, of whom the youngest was aged 9. She had had no serious trouble in previous pregnancies. She had been operated upon for varicose veins five years previously, and it was known that she had no albuminuria at that date. She was pregnant at the time of her visit, the period of amenorrhcea being seven months, and her doctor confirmed her opinion. Four and a half months before I saw her there had been some uterine heemorrhage; after this, she thought she began to pass more urine, having to get up at night for the purpose no fewer than three times. The quantity of urine passed was excessive, it was not a mere increase in frequency of micturition. For one month she had noticed little clots of blood from the nose of a morning, but there had been no real bleeding. The sight first failed three weeks before her visit. Ten days earlier she could manage to read and was doing so for an hour at a time; her sight had failed rapidly. Her doctor noticed " albuminuric retinitis " about this date, and found the urine contained a large quantity of albumin; the specific gravity 1015, no visible casts; the quantity of urine was normal according to his report. I found no aedema of lids or lower extremities. The pulse did not appear to me to be tense. The vision in the right eye was less than J.20-the eye could not do better than count fingers at 4 ft. The left eye read A indifferently, and words of J.4. The central portion of the right retina was cedematous; there were many spots of white exudation, mostly of circular shape, in this region, and also to the inner side of the O.D. All were of considerable size and there was a large plaque involving the fovea. One haemorrhage only was seen, quite small in size, and situated up and out from the disk. There was no swelling of the disk and its margins were fairly clear. In the left eye the condition of the fundus was similar to that of the right, but the exudation spots were more abundant and more widely scattered, and there were no large plaques anywhere. There was no corona arrangement; there were several haemorrhages in the retina in this eye. The appearances of the O.D. were similar to that of the right.
I heard from her doctor on December 23, 1898, that the patient was very ill with headache and vomiting on December 16 and 17, and that a quick and natural labour took place on the morning of December 20; the child was slightly decomposed, and had apparently been dead three or four days. The medical attendant had heard the foetal heart-beat on December 13, but could not hear it on either December 16 or 17. She was making satisfactory progress at the date of her doctor's letter. Though I saw this patient from time to time afterwards, I did not do so professionally, and never made a further ophthalmoscopic examination; but on May 24, 1899, her medical attendant, who had originally identified the "albuminuric retinitis," reported to me that she had made excellent progress, had very good sight, and that there was very little fundus change remaining when he examined the eyes about this date. There was still a trace of albumin in the urine, and he found the pulse a little tense, and slight hypertrophy of the heart. I happened to see Mrs. B. in October, 1899 , and September, 1900 , and in February, 1903 , when she professed herself absolutely sound and well in every respect.
In November, 1903, her doctor informed me that she had been trying to do too much physically, and that there was some cardiac dilatation. Her eyes were said to be very good, but there was still a little albumin in the urine.
In December, 1903, she was recovering her usual health again, but she died on August 12, 1904, after being confined to bed for fourteen weeks " with a dilated heart, secondary to hypertrophy from chronic interstitial nephritis.' CASE IV.
M. B., aged 30, came to me at St. Thomas's Hospital on June 8, 1895, complaining of dimness of sight, " as if the eyes filled with water," the defect having been noticed six days in the right eye and three days in the left. The previous day she had complained of pains in the stomach, and had noticed puffiness of lower lids. She considered herself in the seventh month of pregnancy, and always suffered from swollen legs during pregnancy. There was slight aedema of lids. Vision: R., and J.18; L., with +1D. spherical and J.14.
Ophthalmoscopic examination: The disks were slightly swollen with cedema, to a height of 1 5D., and their outlines rendered indistinct. An cedema extended also in the retina; both above and below the yellow spot regions were numerous patches of whitish-grey exudate, of various shapes and sizes, in the retina, and some similar change was found in each retina to the upper and nasal side of the disks. A few scattered dots of haemorrhage were found here and there, but they were neither numerous, nor large, nor typically flameshaped. The arteries were tortuous and compressed and obliterated veins at points of crossing. There were no pigment changes, the peripheral part of each retina was fairly free from cedema, and there were no exudates in outlying parts.
The next day, examination of urine showed a large quantity of albumin; a.
specimen was faintly acid, specific gravity 1015.
I am sorry that I can say nothing as to the actual amount of albumin, or the total quantity of urine passed, and I have no record of an examination for casts. I learnt that she had suffered from epistaxis on four or five occasions during the last four months, but not from headache or vomiting.
On July 22 the pregnancy terminated spontaneously in a miscarriage, and the child was thought by the obstetric physician to have been of between five and six months' gestation.
I saw the patient again on September 7. She had no vomiting, headache, or epistaxis, no swelling of legs or eyelids, and except for the eyes and slight feeling of weakness had nothing to complain of. She appreciated no improvement in vision. There was, however, some gain, as with the right eye she saw wn and J.6; and with the left eye A, and even words of J.1 at very short range. There was now less cedema of the retina in the right eye, but still enough to obscure the outlines of the O.D. In the left eye the cedema of the retina was much less marked and the outlines of the O.D. almost clear. In this eye the retinal changes were sharply limited, ill-defined patches of exuda-tion, mostly rounded, scattered over the central region of the fundus, and in the macular region more clearly outlined and brighter in colour; and in this. part of the fundus there was some scattered irregular hemorrhage. At the yellow spot there was an arrangement of glistening exudationin the shape of a half star or macular fan. In the right eye the dots of exudation were less numerous than in the left; there was the same half star of exudation at the yellow spot as was found in the left, the points of the rays being directed towards the O.D. The urine at this time was acid, specific gravity 1010, albumin one-half. A week later the vision had risen in the right eye to A partly, and J.1 at short range; and in the left to ' partly, and J.1 at 6 or 7 in. On September 11, 1895, the vision was about equal in the two eyes-namely, A6 partly, and J.1 at fair range. The ophthalmoscopic note is to the effect that the condition now is like one of chronic renal retinitis. In each fundus at the yellow spot is a coronet-like arrangement of fine gleaming spots grouped in patches, and a few hmmorrhages. On the edge of these areas are a few more irregular and less shining spots of exudation. A few exudate spots were seen also to the inner side of the left O.D. In the right the outline of the O.D. is more blurred than in the left; in the latter it is sharper everywhere except at its upper and inner margin.
I last saw this patient on September 25, 1895, when the vision and ophthalmoscopic appearances were practically the same as a fortnight earlier.
CASE V.
Mrs. MacL., aged 32, was seen by me as a private patient on November 25, 1907. She was known to be the subject of albuminuria, and some previous pregnancies had been brought to an early termination on this account by her doctor. Years ago she had had some epileptiform attacks of ureemic origin. Eighteen months before I saw her she was confined in Japan; albuminuria was present, and she was "blinds" for a considerable period. She came to this country in June, 1907, when her doctor found the urine solid with albumin. There were hmorrhages in the retina, according to his observations, and there was dropsy of the legs. In September, 1907, the best vision was said to be TfY?. Between each previous pregnancy the albumin had entirely disappeared. When I saw her in November, 1907, the quantity of albumin was about one-half. The vision of the right eye was less than A, and with this eye she could make out words of J.14. With the left eye she could read W fairly, or even pick out a few letters of , and on the near types could read J.4 or words of J.2. I found with the ophthalmoscope that each disk was obviously pale, the right rather more so than the left. The retinal arteries were conspicuously of the silver-wire type with degenerate coats and perivascular white lines in places near the disk. The inferior macular artery in the right eye was reduced to a white line only and was obviously obliterated. In each retina there were areas of retinal degeneration, widely diffused and extending to the periphery, and with pigment spots scattered over them. There were no hmmorrhages nor recent exudates. The field of the right eye to the hand test was not restricted.
She was not a patient who was very willing to follow her doctor's regime of treatment anid diet, and especially rejected his advice to discontinue stimulants. I had the opportunity of examining her eyes again six months later.
There had been no improvement in vision and the ophthalmoscopic picture was in every way unaltered.
In this case I formed the opinion that the prognosis as regards both eyes and duration of life must be fairly bad. In reply to an inquiry I made, however, her medical attendant wrote me on June 5, 1915-i.e., seven years laterthat " she is completely recovered and has been in excellent health during the past three years. Her eyes, too, are quite normal." The statement in regard to the eyes no doubt implies that she has thoroughly serviceable sight in her left eye-tbe right is sure to be defective still, and if an ophthalmoscopic examination were made r anticipate that evidences of the past changes would still be found.
CASE VI.
Mrs. H. M. was seen by me under unfavourable conditions at her home in a suburb of London in June, 1900, one week after her confinement. The sight of the left eye went misty about six days before confinement and the right eye followed the same night, but was not as bad as the left. Its best vision at the time of my visit was only the ability to count fingers at 8 or 9 ft. Her baby was born dead at seven and a half months. She was a woman aged 35, and had had thirteen children, of whom eight were living. Twins had twice been born to her. No recovery of sight had taken place when I saw her and albumin was very abundant in the urine, but her doctor reported that it was getting less. The pupils were large; the right acted slightly better than the left to light. She was the subject of neuro-retinitis in each eye with hLmorrhage and large white exudates in the centre of each fundus. The heart was considered to be normal and there was no accentuation of the second sound.
The pulse was rapid but not tense.
I saw the patient again on September 27, 1900, when the vision of the right eye was , improved to A with a -ID. spherical, and J.14; the left vision was A and J.20. By this date the fundus changes were in a quiescent stage, but there were still many exudates, a few of them now showing pigmented change. The disks were pale, and the arteries reduced in calibre and their walls thickened. I saw the patient once again on November 19, 1900, when the vision of the right eye was A; with the left she could do no better than count fingers at 2 ft. The disks still showed signs of neuritis with blurred edges, and the right was filled in more than the left, but the Ieft was the paler and its arteries were very small, less than those of the right. She considered herself now in good general health, but the urine was still not free from albumin. CASE VII.
Mrs. E. C. was seen by me at St. Thomas's Hospital on December 7, 1910. She had been an in-patient in the Gynecological Ward when labour was induced, mainly on account of the sight. She was suffering from retinitis and eclampsia. She was an in-patient for six and a half weeks. At the time I saw her she was still attending in the Out-patient Department under one of the obstetric physicians. The pregnancy, which was artificially terminated, was the sixth, not counting one miscarriage which occurred eight years previously. She had some swelling of the left leg during her first pregnancy, and both legs were swollen during the fifth pregnancy. There was only a trace of albumin in the urine at the date when I examined ber eyes, and there had been no swelling of feet or legs since the end of September. She was pallid, but not feeble. She stated that the sight had greatly improved in the last three months. At first she could not see clearly at all with the left, but she could always read newspaper type with the right eye after her delivery. She still described the sight of the left eye as filmy, as if looking through water. Each eye had W vision, with the pupils clear and acting well. After dilating the pupils I found some mottling near the macula in each eye, and a fine peppery pigment disseminated through each retina, with here and there a grosser clump of pigment change; there were no haemorrhages, and there was no active retinitis. The retinal vessels showed no gross change, except in the case of the left inferior temporal artery; this artery was rather brilliant, and at its first division the descending branch crossed the corresponding vein and was somewhat clouded at the point of crossing, while the horizontal branch at once ceased to carry blood, and it was evidently occluded, being reduced to a white line.
CASE VIII.
L. H., aged 34, was seen at Moorfields Eye Hospital on March 31, 1908, the sight having failed in the previous seven weeks. The onset of the failure occurred three days before her second pregnancy terminated in the birth of twins. She suffered from swelling of legs, and the vision deteriorated to a faint perception of light. Nephritis was recognized by the local doctor, and when seen at Moorfields there were albuminuric stars at both maculh, and a large exudate existed between the left disk and the yellow spot. There was some pigmentary disturbance in the lower periphery of each fundus. She had to be led about owing to defective vision for four months, after which time the sight gradually returned. In the following year, 1909, she gave birth to another child, but bad no return of the eye symptoms. On August 23, 1913, the vision in the right eye with a + 3D. spherical was , and in the left with similar correction T. The condition of the fundi at this date was as follows: There was no change in the yellow spot region in either eye. The disks were slightly pale, filled in, and were fluffy-looking at the margins. The retinal arteries were small, but were not accompanied by white lines, and showed no signs of any sclerosis of their walls. At the periphery in both retinm, but more marked in the right, there were wedges and traces of pigment arranged roughly in a radial direction. The urine at this date had a specific gravity of 1003 and was acid, and there was doubtfully a faint trace of albumin discoverable by the boiling test; there was no sugar present. She was asked to report herself again in twelve months, but I have no record of her having complied with this request.
The case is of interest as showing the good recovery of sight after an unusually long interval of impairment as the result of retinitis of pregnancy, and the maintenance of sight over a period of at least five and a half years. It also afforded an opportunity of comparing the fundus conditions both during the stage of impaired vision and at a long date after recovery. CASE IX.
Mrs. E. T., aged 28, came to me at Moorfields Eye Hospital on November 3, 1914. The sight had been misty for about ten days, She had four living children and now was seven months pregnant. The pupils were widely dilated with very slight action to light, and vision was not better than hand shadows. Ophthalmoscopic examination revealed a severe neuro-retinitis, with much exudation and large plaques in the central part of each retina, many haemorrhages, mainly in the inner layers of the retina, and much general cedema. In the lower part of each fundus, the aedema was so extreme as to cause a detachment of retina, everywhere transparent, with a prominence as high as +1OD.
I made arrangements for her removal to the Labour Ward of St. Thomas's Hospital, where, after a day or two in bed, labour was induced, and she was delivered of a dead macerated child on November 9. The amount of albumin at first in the urine was very large, sufficient almost to become solid on boiling. I examined her eyes again on November 16, by which time the amount of urine seemed to be falling from above to something rather below the average quantity, and the amount of albumin which it contained was greatly diminished. My ophthalmoscopic note was that the right disk was decidedly clearer, the heemorrhages were fewer, but there were still large plaques of exudation abundant in each. The left disk was less defined than the right, and there were more hamorrhages than in the right retina. I thought the arteries slightly reduced in size. The cedema in the lower part of each fundus was. decidedly less, but detachment was still made out in each, and was higher in the left than in the right, but even in the left it was appreciably less than a fortnight earlier. The vision was still not better than handshadows and the pupils remained widely dilated. She thought she had slightly more sight in the right than in the left eye.
On November 30 the conditions in each retina had further subsided, and all appearances of detachment had now disappeared in each; the right disk was. still rather the clearer of the two. There were still exudates in the central part of each retina, but they were less defined than formerly; they appeared to merge more into a general diffused cedema. HIemorrhages were still present in considerable numbers. By this time in the periphery speckled pigmentation could be seen, and in places larger clumps of pigment were visible; some of the pigment was found to lie in front of retinal vessels. There was still no material improvement in sight; the general health was satisfactory; there was still albumin to be detected in the urine but only as a very faint trace. December 14, 1914: The vision is now improving, the pupils are smaller, and each is beginning to act better to light, but the direct sight is not better than the ability to count fingers at a foot or so with the right eye, while the left cannot yet count fingers. The Esbach test still reveals the presence of albumin in the urine, but it is less than half per cent., and scarcely detectable in the boiling test. There are still many haemorrhages in each fundus. The arteries are undoubtedly reduced in size, and a branch of the superior temporal artery in the left retina above the macula is quite obliterated. All snowdrift exudates and all cedema have disappeared. Clumps of pigment, some of considerable size, are found in each retina over its whole area. The disks are by now fairly clear, though they have fluffy edges and pale surfaces.
By February, 1915, no further recovery of sight had taken place. Considerable atrophy of each optic nerve is apparent. All arteries are reduced in size in each retina, while the superior macular artery in the left and the inferior macular artery in the right eye have ceased to carry any blood. All acute changes have vanished; pigment clumps are widely scattered through each retina. I find the above cases difficult to cast into groups. In some, observations after considerable intervals have been possible. Good recovery of vision is the rule, accompanied by disappearance of all acute manifestations in the retina, and in this respect they differ absolutely from ordinary renal retinitis cases; some peripherally situated pigment disorder is usual and not surprising in view of the intense and widely extending general cedema of the retina in the acute stage. Where defects of vision are permanent it appears to me, judging from my own cases, to depend chiefly upon changes in the walls of the retinal arteries, or on an atrophic condition of the nerve which, if it be an ascending atrophy, may well be secondary to changes in the ganglion cells resulting from imperfect blood supply. We have some reason to believe that the toxins of pregnancy, whether they be syncytio-toxins or syncytio-lysins, exert their effects directly upon the blood and the blood-vessels. I am sorry that I have not been able to trace out the after-history of a greater number of my cases. They may live at least for many yearsa recurrence of retinitis is by no means necessary, perhaps not even probable, if subsequent pregnancies take place. In some the albumin appears to disappear entirely, but not in all cases; this does not to my mind prove a difference of causation or a necessity for differential classification. The kidneys are very vulnerable to the toxins of pregnancy; in some cases the damage done to kidney structures may be slight, transient, and recoverable; in others it may be so severe that only temporary amelioration is possible, with slow progressive changes to follow. In some of the worst cases which terminate fatally in the acute stage it has been proved at autopsy that the renal cortex is converted into little better than a slough. One of my cases (Mrs. C. B.) died after an interval of nearly six years from cardiac failure; another (Mrs. A. E.) died recently after eight and a half years, in tragical circumstances, of cerebral hamorrhage into the left corpus striatum and internal capsule. The posterior portion of one of the eyes in this case was obtained and pathologically examined, but unfortunately I was deprived of the opportunity, which I so nearly realized, of an ophthalmoscopic examination immediately before her death. The kidneys were found to be of the typical red granular type with a few small cysts-chronic interstitial nephritis of the ordinary type. A third case (Mrs. R. T.) died suddenly from a cerebral apoplexy. In this instance albuminuria associated with pregnancy was first recognized seven and a half years before death; it recurred with subsequent pregnancies, and probably in this case albuminuria may have persisted in the intervals between pregnancy. Her vision was first affected in a pregnancy three and a half years before her death, and retinitis was seen by me in the active stage one month after this pregnancy had terminated in premature confinement. Full recovery of vision took place, and albumin was said to be absent from the urine two months after I saw her. She again became pregnant and was prematurely confined a year later, but without disturbance of sight; at the end of this pregnancy she had severe epistaxis. Eighteen months before her death a premature confinement at six and a half months was accompanied by haTinaturia; vision had failed fourteen days before this confinement. Albumin was present when I saw her three months later; there was then no active retinitis, but considerable atrophy of optic nerves, and striking changes in the retinal vessels. Albumin certainly did not disappear after this date, and one more pregnancy ended prematurely: during this pregnancy the amount of albumin did not increase much. In this case the renal changes were present and were probably progressive for seven and a half years, yet the retina was attacked during only two of her many 143 Fisher: Retinitis of Pregnancy pregnancies. It seems to me that it is essential to the explanation of such a case to introduce the conception of another exciting cause for the retinal changes. I suggest that such a cause is the toxaemia of pregnancy. I do not presume to offer an opinion as to whether the toxins of pregnancy are capable of producing alteration in the retinae independent of the presence of the renal changes, but the case goes some way to prove that albuminuria of pregnancy is not in itself sufficient to set up the typical retinitis of pregnancy. Another patient known to have had albuminuria in pregnancy probably something like twelve years ago for the first time, necessitating the artificial termination of pregnancy for epileptiform attacks, is still alive and in excellent health according to her doctor's statement, the sight also being well preserved in one eye.
DISCUSSION.
Mr. J. STROUD HoSFORD said he brought two cases of the condition because they provided him with an opportunity of commenting on what he regarded as the feature of fatality of the retinitis of pregnancy if the history of the cases were followed for ten to twelve years. During fifteen years he had carefully observed sixteen cases, of whom three only were now alive. Of the thirteen who died, two had a little sugar in their urine and haemorrhages into the vitreous. All the cases except two ultimately developed a star-shaped spot at the macula, and that he regarded as a very important point in diagnosis and as an indication of a likely fatal termination. The history of one of his cases showed how the patient might apparently recover and remain well for a time. Her age was 24, and her first confinement was on November 6, 1900. There was albuminuria during the last four hours of her pregnancy, as her doctor reported, and in the first stage of labour she had a convulsion. On coming out of that she was blind for twenty-three hours. He saw the patient fourteen hours after confinement, but found nothing wrong in either fundus. His diagnosis was the amaurosis of pregnancy. She made a good recovery, and had two children afterwards, no trouble occurring with the urine according to her doctor's report. But in 1907 she attended at the Royal Eye Hospital with atrophic albuminuric retinitis, with stellate spots at each macula. Vision was only A in the right, and perception of hand shadows in the left. She died suddenly in 1909. So it was seven years before she had real evidences of kidney trouble. One of his other cases had paralysis of the sixth nerve, and she also died of nephritis six years later. In another case, after a long time, the eye became proptosed, and in one eye there was atrophy of the optic disk: her death was from cerebral apoplexy. Mr. Hosford was of the opinion that this followed htmorrhage into the sheath of 'the optic nerve as was recorded by Duke Charles Theodore, of Bavaria, who published an elaborate examination of one of his cases in 1887. Of 132 cases of ordinary Bright's disease, most of which were seen in Dr. Fenwick's wards, eighty-one were in females, fifty-one in males. He thought the Section might very well make an investigation into the reason of the greater prevalence of renal retinitis in women compared with men. In the cases he had observed, it seemed that among single men and single women the rate was nearly equal; the female excess being caused by cases among married women, so the amount of renal trouble seen afterwards might have started in pregnancy. He had tested the refraction of the 132 cases mentioned, and in only two were the eyes myopic: there was nothing beyond slight hiemorrhages in them, not the least typical of renal nephritis, and those patients were still alive. The single case in a myopic eye in which he had seen anything like real albuminuric retinitis, or any definite retinitis, was in a private gentleman who had -4 and cylinder 2, who died of uraemia ten months after eye symptoms appeared. He therefore concluded that the condition of retinitis was very rare in myopic eyes, though he could offer no explanation of that. Since the introduction of the Wassermann reaction, he had had all the recent cases tested, but none of them gave a positive reaction.
Mr. W. C. ROCKLIFFE said he hardly gathered from the paper the treatment advocated by the author. He had only seen a few cases of retinitis in pregnancy. In one of these a woman in her first pregnancy developed symptoms of retinitis albuminurica in both eyes during her sixth month, the condition apparently proceeding to atrophy of the nerve. Labour was prematurely induced, and she recovered her sight to , and no sign of fundus changes remained. Two years later she had a second pregnancy, and had almost a repetition of the eye condition. On his suggestion a premature termination of the labour was carried out, but her sight this time did not recover, and the condition progressed to blindness from complete atrophy and remained so. She died four years later from heart failure. Another case was that of a woman, whose first child was born in 1898, when there was nothing unusual. A second child was born in 1903, and she began with symptoms of ordinary albuminuric retinitis, which proceeded to blindness in one eye. Premature labour was induced, and she recovered her sight and when he saw her again, a year later, the fundus was normal. She died five years afterwards, it was supposed, from heart failure. Hitherto, he had presumed, with the old school, that the condition was due to mechanical pressure on the ureter, and that when this was relieved the patient usually recovered.
Dr. ATTLEE asked whether it was a fact that these cases were commoner among the poorer classes; and, if so, was there any explanation advanced for it?
Mr. J. B. LAWFORb said he thought one of the points of some importance which had been brought out in Mr. Fisher's paper, and which had also come under his own observation, was, that whatever might be the nature of the toxawmia its effects were very far-reaching. Mr. Fisher mentioned that in several of his cases, in spite of the fact that during subsequent pregnancies there was no recrudescence of the retinal change, toxic effects showed themselves at a later date, and ultimately led to a fatal result. He was somewhat surprised to hear the author say that repeated pregnancies did not appear to exert much influence on the retinal conditions. He thought it had been a common belief that if a woman had retinitis during pregnancy, one of the safeguards against a recurrence was to avoid a subsequent pregnancy. It seemed, however, that measure of precaution did not, in itself, prevent the ultimate effects of this toxiemia. A case in point, which came under his own observation some years ago, was that of a lady aged about 25 who, during her first pregnancy, developed well-marked retinitis, with a great defect of sight. The symptoms and signs all disappeared after delivery, which he believed was induced prematurely-he was not sure, as the case occurred more than twenty years ago. She was regarded as cured. The doctor in charge of the case held the view-with which he (Mr. Lawford) agreed -that it was extremely inadvisable for her again to become pregnant, and she did not; and she went on with good sight for many years. But ultimately her sight failed, with atrophic changes in the optic nerves and retine, and sha ultimately died of chronic nephritis. Another case under his observation was that of a woman somewhat older, who developed retinitis during her third or fourth pregnancy, with some reduction of vision, without eclampsia or severe general symptoms.
She was allowed to go to full term in her pregnancy, and delivery of the child was followed by recovery of the ocular lesions. The same advice was given as in the former case, that there should not be another pregnancy, but it was not followed. Although at the subsequent pregnancy the retinal changes were apparently not at all increased, the general tox&mmic condition was very much aggravated indeed, and the patient died shortly afterwards of chronic nephritis. He would like to know what the experience of obstetric physicians was with regard to the persistence of the toxammic effects in these cases, and whether there was any adequate explanation of the persistence of these effects, even in the absence of subsequent pregnancies. He thought it was necessary to alter one's views as to what used to be called the comparative harmlessness of the retinitis of pregnancy.
Mr. LESLIE PATON considered that the paper just contributed by Mr. Fisher was one of great importance to ophthalmic surgeons. In these times, he thought, when many people were inclined to insist too much on bacterial causes for disease, this paper brought one to a better sense of proportion in the study of disease generally. For here was a disease of very severe character in which it seemed certain, as Mr. Fisher had said, that the toxin was not due to a germ at all, but originated in the syncytial cells. The disease under discussion was presumably caused by a cyto-toxin; and he thought certain other diseases would ultimately be brought into the same category. He would suggest, very tentatively, that certain types of irido-cyclitis seen occasionally in women at the climacteric might be due to devolution taking place in tissues at that stage of life. If the paper brought about a realization of the fact that degenerative cyto-toxins might set up inflammations, it would have done great service. Another point of great interest about the cases recorded by Mr. Fisher was that the serious results exhibited in them were largely vascular-i.e., the seriousness of the disease seemed to depend on the extent to which the vessels were injured at the time the toxa)mia was manifested. One's judgment as to the severity of a case must largely depend on an examination of the vessels. He was thinking particularly of the case of one patient he saw who had a very severe toxa3mic retinitis in pregnancy, and in whom the vessels were not seriously injured; some small silver-wire-like vessels could be seen. It was now eight years since that illness, and the patient still remained healthy; all the residue she had was slight cardiac hypertrophy and slight silver-wire arteries. If the vessels were not seriously injured at the date of the first attack, the prognosis of the case was not very bad. But he was specially interested in the statement of the author that subsequent pregnancies need not necessarily cause a recurrence of the retinitis. One was occasionally asked an opinion on that question. Within the last fortnight he had been asked whether a subsequent pregnancy was permissible in such a case if health was to be preserved. His reply was that he did not think there ought to be one; but, though the family doctor acquiesced, he feared that the desire for another child would over-rule his recommendation. He therefore felt somewhat comforted by Mr. Fisher's statement.
Mr. HERBERT FISHER, in reply, said he was gratified by the interest his paper had aroused. Mr. Hosford, in his remarks, suggested that there was a greater proportion of cases of renal retinitis discoverable among married women than among either single women or male subjects. If so, that pointed to something peculiar to the married state in the female, and supported the toxaemia idea, as opposed to what had formerly been dwelt upon, the supposed albuminuric cause for the retinal changes of pregnancy. Mr. Hosford's case, in which there was paralysis of the sixth nerve, indicative of peripheral neuritis associated with pregnancy, a condition well known in neurological medicine, also supported the idea. He had himself many years ago reported some cases of ophthalmoplegia interna associated with toxsmia of pregnancy in the Ophthalmic Review. In answer to Dr. Attlee's question, speaking roughly from his own figures, he saw no justification for the belief that the condition under discussion was more frequent among the poorer classes; he thought the reverse was more likely to be true. In reference to treatment, a point on which Mr. Rockliffe asked information, many of the cases he had seen had been taken into hospital with the view of inducing premature labour; but most of the patients had aborted without professional assistance. It was certain that a viable child was not likely to be produced by a patient suffering from such severe toxamia as to cause gross changes in the retina, and it was sound advice to terminate the pregnancy. With regard to what advice should be given when one was asked whether further pregnancies should be allowed, when the patient was known to suffer from the retinitis of pregnancy, he would point out that in several of his cases there had been a series of pregnancies; in some deterioration of sight and gross changes in the retina had taken place, but intervening pregnancies had frequently been attended by no further damage to the eyes. So there seemed no certainty that a subsequent pregnancy would, of itself, be dangerous to the eyes. If the pathological view he had stated was correct, that the changes were dependent on perverted catabolic processes in the fcetal structures, this would be a question in which obstetric physicians could give help; these changes could set up a variety of troubles in brain, kidneys, liver, and eyes. If the processes of subsequent pregnancies were carried out in a normal physiological manner no additional toxins would be poured into the maternal circulation, and there seemed no reason to anticipate further damage to the patient's eyes. To arrive at a conclusion it would be necessary, with the aid of obstetricians, to consider all the diseases attributable to the toxsemia of pregnancy, and not deal with the retina alone. He agreed with Mr. Paton's remarks, and indicated the fact in the paper that the vascular changes were of very great importance. The general evidences were in favour of the toxins of pregnancy attacking the blood or the vessel walls, and this was strikingly supported by the hamorrhagic condition of the liver in pathological pregnancy and by the cerebral haemorrhages often found in patients who had died of the toxwemia of pregnancy. And in estimating the chances of recovery in a given case, stress should be, laid on the condition and size of the retinal vessels. In many instances those vessels were obliterated; in others they were reduced in size. Where there was much vascular constriction there was permanent loss of vision; but if the calibre of the retinal vessels was well preserved a good recovery might ensue, for if the general nutrition were kept up the exudation and cedema might be expected to subside.
